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(57) Abstract: Migrastatin represented by for- 
mula (1) is obtained by culturing a Streptomyces 
sp. MK929-43FI strain. Migrastatin has an an- 
ticancer activity against various human cancers 
or tumor cells, a cell motility inhibitory activity, 
and an angiogenesis inhibitory activity on vas- 
cular endothelial cells. 
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( 1 ) 9\-m : m&m* 

( 2 ) m& : 54~55°C 

(3) : C 27 H 39 N0 7 

(4) «7>#?b£^X^ 

5 Hiftg :m/z 490. 2775 (M+H) + 

at-M : m/z 490. 2805 (M+H) + 

(5) it&ftJg : [«]»" +17.8° (c 3.48, 

( 6 ) mMvkuz^? bJimtm^om 1 iat^-r 

( 7 ) MMH2X^^ Hi/ : **SM 
10 (8) 7"n !• >^iJKM^i»^^ / > : «SOTlffl©fl 2 

(10) |^D7h^77^- (i/>j*y;i/60F l54 (^;u^aK)) 

Jg^^t bT^DD^;bA-^^y-;K10:l)T- JgiaufcB#© Ef 1i 
&0.45-e&3o 

7 y 7 * * >#£LMrSt4£;£-f -5 - £ £T§B©tti*0!l 1 . 2 £«fc v 7t«to 

ttstm i 

t b^igJSifflllSs EC17|fflfla££x;ui4>-e2 xl0*fll/"l 48 £x;i/ 

20 7*1/- hfc<ZH»-fc5%lfoi&£^tr RPMI1640 tgifetzAftTtgHLfeo 

y^^^^->^^aUT-7-r y77^f>ti:*!: 37°C-C3 

fctZZ. EC17fflflS©ii^^50%ffi||T-#2>v^y^^^f->ffl^ T&;b*> 
25 Ii£»ff»l2 

t h&ilTSW, TE3«£fcttEC109«, &5^ttt rGlfo^fflil&Jurkat 
-)i;n|>t4 xKTWbI 48 x;i/7*U- p 5 % 

tfnri^atf RPMI1640^1t(zAnTi^bfe o ^©igtfeC(iM^©tI/S©^^ 
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*<Dlftm. TE3»T*(i^ 2.0/zg/ml (D&j£(D-? 4 50%<Dtm 
K,&&tZttf3iitoC>titzo EC109^fc«fctf Jurkatjfflflg-C^ ^ft^ 

10 mmmmm^i-^r y+t&m-z&Zo ^^mmL/zmmmi^tmo^m^ 

3~4Jc<fc i)MtSo 
aBMW 3 

15 Chemotaxicell chamber CMalliri h r J. Cell Biol, j 143 ^ 

1087-99 H(1998)#KO (3 X D £#1"^ ^^^XDKflFfc 

«L£o 1.8xlO s 1@/ml ^&££9&Mfi6£f#ot h^ii^»EC17«^: 
Chemotaxicell chamber f*lT% v^f ??Z#*>&&T,lCl71IWI&(Qmtbffe<D£.m 
£ $J £ U fe d 5 , il M £ v -Y ^ v * * ^ > E C 1 7 « C93I ®J f£ & PI S U 

20 fc 0 Eci7aus©aai^& 50%pi^-rsa^«»a^'f y^xzryo) ic^fe* 1.0 

/ig/ml "e$)-r>feo 
4 

Wound healing assays CMalliri £ rj. Cell Biol, j 143 m 1087-99 M(1998) 

25 xlOWml ii^Sio^lSii^t h^lS»EC17W$48^x;t/ri/ 
- rrtt-s -eY^^X^^>^T.EC17»©3iMa)^fjS3l]^Lfe^c:5, 
v-T ^**^>ttiS&fi!c#fcJfc: EC17«cD^^$PfigLfco 
27**^>© 1.0 //g/nl Oift^T-^±(3 EC17i»9M£PISU/to 
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lOng/ml (D bFGF (basic fibroblast growth factor) S^tr 10%FCS-MCDB131 

t^mx ixio 4 fia/weii tttz&oizh mft&mfiu&m®. giuvecw comm 

□ >y r © ^ y r £^ T JSS e> » £ t: f 'J Z®. o „ gift £ B££&x 
PBS -C 2 0l5tf#Ufco5O>tt 1 © 10%FCS-MCDB131 Jgjfei3«trf 50^1 ©v^ ^"v 7s* 
^>tm£afr MCDB131 igifefcAn;?.* 37°CT— BfctgUbfco igJfe&Rfc^SL PBS 
10 T-&# IOOju 1 <D 5%tnb* — n,-?n.T\i V 1ST 30 #830/^ zK 

Jt*-eifc& L £ -£fc«>100/z 1 © 0. 1% * 'J * * ;w W U >y h ( in 0. IN 

HCl/20%MeOH)£fiQ;L 10 #fflSfe£Ufc«, U SI^TT'^Jja 

^X^XiHUVEC 25/zg/nl W±©iftJ!tT*PIS 

15 Lfco 

MSr^O^^tbTx lxl^jg/ml ©thfiWMR (HUVEC 
^feoHUVECW^ 24 — htz££, fibroblast growth factor 

(FGF)10 ng/ml 4©DUfci:^©iWf)t?Ml:^^Tv^^77^f 
20 1-x.5^#to^T^/iC^^ r Arch. Toxical. j69ig 10-^718-21 H( 1995) 
#B3)o *0>*SHL HUVEC aiJia©gJK^JE!g{± 3.0 ^g/ml ©v^y-7^^5 L >-C^ 

h(^«o^&-etfti*rufco ^ct)^ x^r y^x^^-xizijtfe^cc huvec 
na(3^)OT*)fflijiSiiiJiiip»jfStt*^Lfco droii^v^ ^^^^^>© iCsott 

25 3.0 ug/ml X'&^fzo 

ST* # £ ?Sf4 & t) m t 5 - £ #^ ^tit„ 
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5 5XMS^trRPMI1640^ifet:SSSUfc 2.5x 10 5 fS©t: jfflBS 

g©?^ ^^^^f->=&^ini>fco 30#p^ h©&, l ud a h 

miO+^-FW;o 10% h U ^DDgfr&(TCA)£jj[lx.. 

10 30 TCA ^^li^©^rSti^^>>7 L l/-v3>^'7^^-tT«L 

Z(Dm$k. 7^7X^>B, t h/J^BSW^Ms-llfflflScDDNA^PfiS^^ 
HfSd fcft < RNA £ £tf^&^£&£ 60-75 //g/ml ©MT* 50%IBSUfco 

^**^>©;&t$#f4£i¥ffif v^xfT-y* io% 

ioo ■g/kg-to»ais#-est4*^^ft*»^fco 

20 ^2©*«Wti5^T{±x (I) 
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100 M%, fc?£b<li 0.1-70 11%^, ^0tbtil?±^n5ti 



WO 01/4645 1 PCT/JPOO/091 47 



0 *SPJfc-f S 3 i: ^ f 5 , ( I ) 
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> (migrastatin) ©MgfOJf ^ L^— ^J{±, W 10 ^ 1 £ s ^%\^m% 
iiilfe.|]©±^j; D ntMIt, MK929-43F1 0g«fc* 

MK929-43Fm©a^rnjttssTgBt^-ro 

i. 

MK929-43F1 fttt, Lfc£&®# J: 0 it&ftlB^!*i*£#£t U 

0.4-0.7x1.1-1.4 «a7-^^ffii(i¥f#T-$)So &i>\ <b 

2. ^MtStted^W 
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> -st?- 7 1 l ) tKDjj^ — =£- — • jlT^U (Container Corporation 
of America CD color harmony manual) Sfflt^fco 

(1) x?v-x • mmt&mjzt&ni (27°ctg#) 

[1 cb, Parchment] <DBtf.*M.tZo feMtii&mit&ltobtite^o 

(2) -Y — ^ r 'BcgmUte®. (ISP-^ife2, 2VCim) 

otn$ [2 ie, Lt Mustard Tan] (Dftft±iz s flO»S^t?>i:f4 
U ^^3MBfc&3fc&#ftj£&i*0< [1 cb, Parchment] £M-f?>o 

(3) 'A- Y X -Jim^ik (ISP-tSife3. 27°Cig#) 

otn [1 ca, Pale Yellow] [2 gc, Bamboo] ©«W±C &<D% 

£ t> T 1? 13 f/£ -T S o ?8Mt2 £ JR (i £ titt ^ 0 

(4) ^ • mmmm^nt (isp-^jm, 27"cis*o 

15 otiA [1 ca, Pale Yellow] ©$SW±£ N H*0c[l 1/2 ca, Cream] <D£lS* 

(5) ^*'J-fe »J > • T^^^^itk (ISP-t&ife5> 27 0 Cf£||) 

[1 ca, Pale Yellow ~ 1 1/2 ea, Lt Yellow] ©$gft±t, 3tBfc0c 
[1 1/2 ca, Cream] (D'MM&'&o ^t^fils ^tefe5Bfcm&£ft&t>o 
20 (6) T-DS^^iSife (ISP-i&Jft7, 27°Cig|$) 

-5f-& [1 ca, Pale Yellow] -HKftfc£# [2 ig, Slate Tan] co^^±iz, H 
i*K [1 1/2 ca, Cream] (D%M&*o -?T<b tm^tZ* feM'&&&&1?tfrlz 

3. 

25 (i) ^.mumm 

4-7 Y ■7,9-^X^(4-7, K.2%s?m.-ry-7y t.OL 

QbQR 2.4%, pH7.0) 10°C. 20°C, 24°C, 27°C N 30°C, 37°C. 45°C, 

50V(D£U&X'Mm-43YlK(D^&M.&{,tz&%:s 45°C, 50°C£|ft#, 



WO 01/46451 



10 



PCT/JP00/O9147 



(2) zt-mm&frm w-^ -fmrnm^^ isp-j&ji^ 27°c t%m) 

h > • 4-7s h • ISP-tgife6 ; v>!i^tSife. ISP-tgtfe7 ; ^ 

5 -rn* 27'Cigli) 

(4) J^^®©*Jffl« (^U Km A • ISP-^ife 9. 27°C Jg 
10 D-^;i/3 — sfcJ-.rM h— l>T?gWU D-/7'> h-^S« 

7^;-^*J:VD-7>rh-;Hi|iJMUu. 

(5) iSKE©5l7c£Jfo (0.1%^*U>>A^^7-h>7K, ISP-t&±fe 8. 27°C 

15 PH3rC'&£o 

W±©tttt*I^tl>tx MK929-43F1 flcfci, ^LfeSWi ^itgttt^O 

20 ^ws^s^a. 3o o cMiaT-^So *^->m&m(D£m± h h> • j-x 

i5s SffflflSStf^ftS 2,6-i/7^WJ>iliLL-^oL mfc&fi 
(D^t£*i-*; MK-9(H6)T-$>^o 
25 d*i£>0t$#£ >K MK929-43Flffc(±3. M/7"F^^ (Streptowyces) Mizm 
tZt^XhtiZo MK929-43Fl1*£H#Bs ^ilo < KftM 1 T@ 1#3 ift 
S-5X^Mf^^X^X^ftM^/fi-m«^U 1999 ^9^21 B> Sit 
S^FEEM P-17574 h LT§It£ftfco MK929-43F1 »t±. HUSBaStfEfifr 

hl&ft©&#jTC 2000^53 19 B©^^s€0T-FERMBP-7166(7)S 
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^i>>MK929-43Fm(iW^T-^ hbrS$-feX-xXh'-( Strep tomvces sd. ) 

{Streptomyces caespitosus ~% International Journal of Systematic 
5 Bacteriology 22 281 1972 *£)lzmi& U h z. t £ttIdt-£o 

(3) &^$©*WM4#i4{&lLT^So 

® MK929-43F1 g§&Hu hY^-»^41t5 0 

^d-^s v;uh-^ N ^^-^StJfffl/JgJiift^fiiffl-e^So Sit. ^J3«ii: 
©W&fcjEtff;:. T>^~ Tig fc^iifif^T^-^A, $g 

20 i;t^*;u5/»>As J&ft^ h u ^a, Jg<b* V *$g?ig, iE^ij^fefc*© 

o t jfi^&YmaflJs i: x. a v 'J ^ - zmwr 5 - 1 & r- § & Q 

25 25-30°C##£ U I ^ o ^ (DitHi&'jjikX' ~? -i ^77^f >0$ISfi£H^#S, 
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S^tt±a5©to m«ft£fr-5 c *:(:: «t o Tf# <bft£»mr&£ 

10 ,^@lt, v-f 7-7 -7 ycommWiw^m^n^o 

a (D X o £ LTf# ftfe v>f ^ X * ^ £ £JgKf S&tc tt, 

25 MK929-43F1 ffctfv^ 5 d #M0J]#^C: «fc § 

ea^n-t^aa*. j5?otoiRi: utt, 
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mcDMmriZ FERM BP-7166 0^&t#^T-2fg££*lT& So 

DP^;i/Acfi N 500MHz) £r/T;To 
D*;UArf\ 125MHz) ^t^-To 

15 mmnmfhtzfc(F)m&.(D&w-~ 

^frl 1 

«^«4ffStgtfeCct§^bfe^ H/7RtX-iXt- MK929-43F1 tt(FERM 
20 P-17574)£. T r +^h'J>2%, ^ U -fe n-;i/ 2%, v^7h>lk -Y-Xh^ 
nh7n OftJJfc) 0.3%, ffirl^7'>^-'7A 0.2%, »^y-)A0.2^atf 
i&msni {pWlAlzm&) ^7773 (500m£?) fi, lOOmlt'-^&bT 
fr£>, ^^(CctD 120°CT" 20 #Bg«65 Ufctgtfe£|g&Lfco iSife^T- 
MK929-43F 1 ft & 27°C T 2 B Ram fefis h o *&«E b fc ° - ft tc <fc 0 & 

^ (5oom^) c loomi ro^fiLT^^x 120-c-t- 20 b 

c©$tc bT^e>ft (sooomi) sett. f3e>ftfctg&*Si«£^ 



WO 01/46451 



14 



PCT/JPOO/09147 



$J (1220. lmg) £-> IW/^^A {*)ltft$l*—£)l>fjl (4 cm 0x15 
cm)) ('05fr£-t*\ ^nn^M-^^;-;i/ (100: 1) T*?gm£ixfer£tePi 

ft*mffi&m\sX, 314.0m gcDmmmvvzmzo 

ZiiZ£t>lz, >yt)jjyjlti^A (4cm0xl5cm) IzaR^^-PX, ^^it 

5 y-mm^-i-ji (i:i~i:2) x-mmi^x. mm^ntz^m^mm^m 

yfXLH20ji7h (4cm0x4Ocm) izfrtt. ^ # J -)\sXW&\ UT, MM 

Ife^ffe*), 54~55°C©^^^Lfec 
10 HH hWlffM^ 

&m(DtbmmmcDMmmm&&%tzimMm®mmft&mL. ztzmm. mz 
t bmmmcDmmm^mmx'^^^^L, ^^;t hMftj£«cD^i^ 

is i-s^©t^i. 0 tot, 7^x?^>&immffl&^^±ifR f g%i£.mmm 



20 
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5. Mmm±m%m?&z&#(o&w3iz&m<Dfc&mfmio 
z^mttz, « (i) 

5 OCH 3 



in 
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MK929-43F1 ttX(±*ffl£gflto 
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